Mdr2 P-glycoprotein transporter (Mauad et al., 1994). but present in nonparenchymal cells (Figure 1A
Female mice are less sensitive than males to DENinduced carcinogenesis due to hormonal factors To determine whether inflammation and NF-κB activation in hepatocytes are involved in chemical hepato- (Sarma et al., 1986) . As expected, HCCs were observed only in 10% of DEN-treated Ikkb F/F females, but tumor carcinogenesis, we used the DEN-induced HCC model.
Surprisingly, hepatocyte-specific deletion of IKKβ, incidence was 4-fold higher in Ikkb Dhep females (Figure 1L). which prevents NF-κB activation (Maeda et al., 2003), markedly increased DEN-induced hepatocarcinogen-
In older mice, DEN is a less potent carcinogen, and it requires assistance from tumor promoters such as esis. IKKβ deletion also augmented hepatocyte death mediated by enhanced ROS production and prolonged phenobarbital (Sarma et al., 1986 Figure S8 ). This difference, however, was smaller at 48 hr after DEN administration, suggesting and Ikkb F/F mice were injected with poly(IC) on days 9, 11, and 13, followed by DEN injection at day 15. After that liver injury at later stages might depend on an IKKβ-mediated inflammatory response. Indeed, mice 8 months, HCC development was analyzed. HCC load was 4-fold lower in Ikkb DL+H than in Ikkb effect was achieved only when IKKβ was eliminated in lyzed was deleted for Ikkb. This deletion was caused by CRE recombinase expressed from an albumin gene Kupffer cells and other types of myeloid cells, in addition to hepatocytes. As demonstrated, Kupffer cells are promoter/enhancer that is specifically and strongly activated in neonatal hepatocytes (Liao et al., 1980) . Thus, critical for production of hepatomitogens. Unlike the colon, which is subject to continuous renewal and thus although it is formally possible that HCCs arise from intrahepatic progenitors, such as oval cells (Sell and has a high cell turnover rate, the rate of cell turnover in mature liver is extremely low and, without compensaLeffert, 1982), in which the albumin promoter had become activated upon differentiation, this will delete Ikkb tory proliferation, DEN-exposed hepatocytes do not yield genetically transformed progeny. IKKβ plays a only after acquisition of DEN-induced mutations. Therefore, the most parsimonious interpretation of our results critical role in this response by orchestrating oncogenic crosstalk between dying hepatocytes and Kupffer cells is that DEN transforms differentiated hepatocytes, an interpretation consistent with the strong correlation bethat is likely to depend on release of cellular constituents from the former that activate NF-κB in the latter, tween hepatocyte proliferation in the different mouse strains used in this study and HCC formation. where it induces expression of hepatomitogens that act on surviving DEN-initiated hepatocytes ( Figure 7F 
